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Office Action Summary 



Application No. 

Ml <Cff 

Examine^ t 



Applicant(s) 



Grpup Art Unit 



-The MAIUNG DATE of this communication appears on the cover 



sheet beneath the correspondence address— 



3 MONTH(S) FROM THE MAILING DATE 

— 



The 

Period for Reply 

A SHORTENED STATUTORY PER.OD FOR REPLY IS SET TO EXPIRE 

OPTHKCOMMUN^ON. M( , [m , wtt- «,.*^-*™^ 

- Extensions of time may be available under the provisions of 37 CFR 
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Status/^ fjj 

^Responsive to communication(s) filed on -T-jf- 

□ This action is FINAL. B ,oaacutlon as to the merits is closed in 

□ Since this application in cond.cn <?' 

accordance with the practice under Ex parte Quayle, 1 93b o.u. , - 



Of the above claim(s) 



is/are pending in the application, 
is/are withdrawn from consideration. 
. is/are allowed. 



□ Claim(s) 

□ Claim(s) 



is/are rejected. 

is/are objected to. 

are subject to restriction or election 



requirement. 



Application Papers 

0 S^ e ^^-^P-,^n 9 Re^.PTO^ 

□ The proposed drawing correction, filed on ^ 

\ ... .... nn is/are objected to by the Examiner. 

□ The drawing(s) filed on . ,91 > 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 (a)-(d) 

n Acknowledoment is made of a claim forforeign priority under 35 U.S.C. § 11 9(a)-(d). 
^nZ* □ None of the CERTIFIED copies of the priority documents have been 

□ received. . 

□ received in Application No. (Series Code/Serial Number). ^T^T^ 

□ reived in this nationa. stage application from the .nternationa. Bureau (PCT Ru.e 1 7.2(a)). 

♦Certified copies not received: 

Attachments) , D Interview Summary, PTO-41 3 

fetation Disclosure Statement®. PTO-1449, Paper No(s) 



\ 




fr2e of Reference® Cited, PTO-892 
□LN*t(ceof 



□ Notice of Informal Patent Application, PTO-152 

□ Other — 



Office Action Summary 



U. S. Patent and Trademark Office 
PTO-326 (Rev. 9-97) 
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GP0: 1998-454-457/97505 
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Application/Control Number: 483,588 
Art Unit: 1644 



Claims pending are 1-15, 23-30 and 36-37. 

frrnim t / r i aims 1-15, 23-30 and 36-37) in Paper 
Applicant's election without traverse of Group I (claims 10, 

No. 13 is acknowledged. 

Claims 14-15. which were listed with both Groups I and H in A. restriction stated 
o, 25/01 , will he examined for the embodunen, of Group I - i.e variants with increased binding ,0 

at least one Fc receptor. 

Claims 10 and 14-15 are rejected under 35 U.S.C. 1 12, second paragraph, as being 

indefinite for failing to par.icu.arly point out and distinctly claim the subject matter which 

applicant regards as the invention. 

The term "tower hinge region" in claim 10 is a relative term which renders the claim 
indefinite. The term "tower hinge region" is no, defined by the claim, the speeification docs not 
provide a standard for ascertaining the requisite degree, and one of ordinary skill in the art would 
no, be reasonably apprised of the scope of the invention Tne specification defines no bound (e.g. 

residue position) for the term "lower hinge". 

Claim 14 must be amended to reflect the elected embodiment of group I. 

The following is a Ration of the appropriate paragraphs of 35 U.S.C. 102 that form the 



basis 



is for the rejections under this section made in this Office action: 



A person shall be entitled to a patent unless - 

W - invention - » " ' ^ZT^toX'^™^ 

or on «fc in this country, more than one yea pnor to the *.« P ,„ ^ Umte<1 
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Application/Control Number: 483,588 
Art Unit: 1644 

i. m m and(4)ofsection371©ofthistitlebefoTetheinvention 
has fulfilled the requirements of paragraphs (1), (2), and (4) 
thereof by the applicant for patent. 

Th e changes made to 35 U.S.C. 102(e) by the America, Inventors P»— 
of 1999 (MP A) .o no. apply to *. ex— of this application as the application being 
examined was not (1) filed on or after November 29, 2000, or (2) voluntarily published under 35 
U.S.C. 122(b). Wore, Oris application is examined under 35 U.S.C. 102(e) prior ,„ the 
amendment by the A1PA (pre-ATPA 35 U.S.C. 102(e)). 

Cairns !-2, 5-6 and 8-10 are rejected under 35 U.S.C. 102(b) as being anticipated by 

Better etal (5,576,184). 

, ,1 r oil ^ col 32 lines 37-47. Chimeric 
o 1 in imps 47-60* col. 31, lines 11-23, coi. J-i, i""- 
mouse antibodies. See col. 30, lines 4 / ou, cu 

antibodies clearly meet the limits of claims 1-2 and 8-10. 

It is pr0 per to consider chimeric antibodies as anticipating, since they are obtained by 

The examiner finds nothing in the term definitions m applicant' s specification that renders this 
readmg of the ciaim language unreasonable. Claims 5-6 are included, since applicant has 

disclosed (page 27) that Fc. g amm,RIH is critical for mediating ADCC. 

, + u ^« nf Retter et al were prepared in PBS, which is 
Claim 36 is anticipated since the antibodies of Better etal we p 

• c , 7R lines 62-67- col. 29, lines 19-24; col. 30, lines 22-28. 
a pharmaceutical earner. See col. 28, lines 62 b / , 
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Art Unit: 1644 



The following is a quotation 



of 35 U.S.C. 103(a) which forms the basis for all obviousness 



rejections set forth in this Office action: 

(a) A patent may not be obtained though the ^n 1^ » 

Action 102 of this title, if the ^^^^S^T^ *e invention was made to a person 

S^^^SS^ 35 U.S.C. 103(a) as being unpatentable over Better 



et al. 



Better e. al have been noted supra for teaching chimeric antibodies having enhanced 
ADCC activity. They teach therapeutic uses (coU4, Hues 1-24), for which provision in a 
pharmaceutical carrier mat is sterilized was art conventional and hence obvious. 

Claims 1-4,8-9, 14-15 and 36 are rejected under 35 U.S.C. 102(b) as being anticipated by 

Chappel et al (JBC, 268, 25124, 1993 - ref. 127). 

Chappe. et al show mutated forms of human IgGl and IgG2 antibodies which show 
increased binding to Fc.gamma.RI. See abstract and Tab.e n. The altered residues shown 
therein are consistent with the limitations of dependent claims 3-4, 8-9 and .4-15. Claim 36 is 
rejected since the mutated IgGs were prepared in PBS (para. Spanning cols. 1-2 of p. 25125). 

Claims 1-5 and 8-9 are rejected under 35 U.S.C. 1 02(b) as being anticipated by Sarmay et 

al (Molec. Immunol., 29, 633, 1992 - ref. 107). 

Sarmay et al teach a mouse-human IgG2b chimeric antibody mutated a, position 235, from 
G1 u,oLeu. This mutation provides an antibody having increased ADCC activity. See para 
spanning pp. 535-637 and Fig. 4. 
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daims 1-4, 8-10, 14-15, 23 27-28 and 36 are rejected under 35 U.S.C. 102(b) as being 



an 



same as 



tieipated by Morgan et al WO 94/29351 - ref. 6). 

Morgan etal disclose (pp.l^ahumanlgGl antibody having a K320A mutation . This 

antibody thus inherently has all the features of claims ,-4, 8-10, 14-15, 23 and 27-28. Note to. 
position 320 was thus substituted by applicant (instant Tah.e 2) artd is recited in ins- claims !4, 
23, and 28. While Morgan e, al do not show the instantly recited property of increased binding to 
Fcganunam this property must have been inherent, because their antibody is structural the 
applicants antibody thus substituted at position 320. 

Claim 36 is included because the antibodies of Morgan et al were diluted in PBS (p. 32). 
Claims 1-6, 8-11, 14-15, 23-24, 26-30 and 36-37 are rejected under 35 U.S.C. 102(e) as 

being anticipated by Idusogie et al (6,242,195). 

Idusogie et al disclose (coi. 38, lines 1-54) to existence of*** forms N276A, K320A, 

assessed for their ability to bind Clq and activate 
complement. These mutants correspond to various mutant forms hs.ed in instant Table 2 
(variants of parts 3 and 8). Note a,so hstings in instant Tab.e 6 (variants 21, 48, 49, 65 and 55 

• ♦ K320A K322AP331A and K334A of the reference, 

correspond to variants N276A, Ki/UA, r 

respectively). 

While Idusogie et al do no. disclose evaluation of to FcR binding affinity or of ADCC 
with respec. to these mese necessari.y had to inherent properties shown by appHcant in 

.he instan, disclosure (Tables 2 aud 6) of having an increased binding affinity for at ,eas, one FcR. 



K322A, P331A, K334A which were 



t 
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The fact that Idusogie et al did not recognize 



this inherent property does not detract from 



anticipation. 

Dependent Cairns 2-4 c.eariy fall within the above noted teachings of the reference. 
is .ended becanse the K334A mutant wovdd inherently show (instant Tabie 2) increased 



Claim 5 is 



hinding to Fc.gamma.Rni, which app.icant has disc.osed as being the criticai FcR for mediating 
ADCC (Pg 27). (Mm 6 is thus a!so inc.uded. Cairns 8-.0 deariy fai. within the above noted 
teachings since position 334 hes beyond the iower hinge region. Cairn , 1 is inCuded becanse i, 

substitutions at positions taught by the reference and recite properties of snch variants as shown » 
instant Tabies 2 and 6. Conditions as recited in instant Caitns 36-37 are showr, in Ore reference 

(col. 30,line31-col.31,linell). 

^ inquiry concerning this communication or earner communications from the examiner 
sh ou,d be directed to David A. Saunders, P,D. whose te.ephone number is 703-308-3976. The 
e.aminercannormanybereachedonMon.-T.u. from 8:00 to 5:30. The examiner can aiso be 
reached on aitemate Fridays, .f attempts to reach the examiner by te.ephone are unsuccessful the 
examiner's superior, Christina Chan, can be reached on (703) 308-3973. 

Any inouiry of a genera, nature or reiating to the status of this apphcation or proceeding 
shouid be directed to the receptionist whose teiephone number is 703-3O8-O!96. 




Retyped 9/2/02, DAS, AW3.3-483588.fa 



DAVID SAUNDERS 
PRIMARY EXAMINER 

ART UNIT 132- </y 



Attachment for PTO-948 (Rev. 03/01, or earlier) 

6/18/01 

The below text replaces the pre-printed text under the heading, 
"Information on How to Effect Drawing Changes," on the back 
of the PTO-948 (Rev. 03/01, or earlier) form. 



INFORMATION ON HOW TO EFFECT DRAWING CHANGES 



1. Correction of Informalities -- 37 CFR 1.85 

New corrected drawings must be filed with the changes incorporated therein. 
Identifying indicia, if provided, should include the title of the invention, 
inventor's name, and application number, or docket number (if any) if an 
application number has not been assigned to the application. If this information ,s 
provided, it must be placed on the front of each sheet and centered vvithm the top 
margin If corrected drawings are required in a Notice of Allowability (PTOL- 
37) the new drawings MUST be filed within the THREE MONTH shortened 
statutory period set for reply In the Notice of Allowability Extensions of time 
may NOT be obtained under the provisions of 37 CFR 1 136(a) or (b) for filing 
the corrected drawings after the mailing of a Notice of Allowability. The 
drawings should be filed as a separate paper with a transmittal letter addressed to 
the Official Draftsperson. 

9 

2. Corrections other than Informalities Noted by Draftsperson on form PTO- 
948. 

All changes to the drawings, other than informalities noted by the Draftsperson 
MUST be made in the same manner as above except that, normally, a highlighted 
(preferably red ink) sketch of the changes to be incorporated into the new 
drawings MUST be approved by the examiner before the application will be 
allowed No changes will be permitted to be made, other than correction of 
informalities, unless the examiner has approved the proposed changes. 

Timing of Corrections 

4 

Applicant is required to submit the drawing corrections within the 
time period set in the attached Office communicati on. See 37 CFR 

1.85(a). 

Failure to take corrective action within the set period will result in 
ABANDONMENT of the application. 
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